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* NOTICES * 

Japan Patent Office is not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2. **** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

1. Use of non-steroid system anti-inflammatory agent for improving physiological compatibility of 
pharmaceutical-sciences pharmaceutical preparation containing particle. 

2. Use of acetylsalicylic acid according to claim 1, indomethacin (INN), ibuprofen (INN), or ketoprofen 
(INN). 

3. Carrier containing magnetite, nano particle, mold SOMU, liposome, or particle Use of the non-steroid 
system anti-inflammatory agent according to claim 1 as an additive to a system. 

4. Use of non-steroid system anti-inflammatory agent according to claim 1 as additive to liposome 
containing contrast medium. 

5. Use of non-steroid system anti-inflammatory agent according to claim 1 as additive to carrier system 
which has diagnostic drug and/or remedy and contains particle. 

6. Physic pharmaceutical preparation which is combined with at least one non-steroid system anti- 
inflammatory agent, and contains at least one X-ray and/or NMR contrast medium. 

7. Physic pharmaceutical preparation containing at least one X-ray and/or NMR contrast medium which 
were combined with at least one non-steroid system anti-inflammatory agent, and were encapsulated in 
liposome according to claim 6. 

8. Claim 6 containing acetylsalicylic acid, and/or physic pharmaceutical preparation given in seven. 



[Translation done.] 
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Japan Patent Office is not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2. **** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 

Object of use invention of the non-steroid system anti-inflammatory agent for improving the 
physiological compatibility of the physic pharmaceutical preparation containing a particle This 
invention relates to use of the non-steroid system anti-inflammatory agent for improving the 
physiological compatibility of the object characterized to a claim, i.e., the physic pharmaceutical 
preparation containing a particle. 

The technical present condition For example, the physic pharmaceutical preparation containing particles, 
such as liposome, magnetite, mold SOMU (cavisome), and a nano particle, has been increasing the 
meaning also in a therapy over many past years also in a diagnosis. Some of especially these particles 
systems liposome and mold SOMU a compound important for a diagnosis, for example, a contrast 
medium etc., - or as a carrier system which conveys the matter used for a therapy, for example, 
gentamycin etc., (INN) itself is suitable (Gregoriadis G [ Liposomes in Diagnostic Imaging and ] (edit) 
Seltzer S: [ ] --) Liposomes as Drug Carriers, J.Wiley &Sons, Ltd., Chichester, New York, Brisbane, 
Toronto, Singapore, 1988. 

Such a particle vehicle system was given priority to and accumulated in the organ of a single **** 
mononuclear phagocyte system (RES) after vein administration, and the concentration in liver and a 
spleen reached max at this time (Krause, W.et al., J.Liposome Research 1995; 5:1-26). 
International patent application WO 88/09165 The manufacture approach of the pharmaceutical 
preparation corresponding to the aquosity liposome pharmaceutical preparation list containing an iodine 
content X-ray contrast medium for injection is described. By the thing with the high (ratio of iodine/lipid 
1.5-6) amount of contrast-medium enclosure, especially these pharmaceutical preparation fits the image 
display of liver at the grain-size (0. 15 - 0.3 mum) list. 

A dosage very high about the pharmaceutical preparation containing the particle used especially for a 
diagnosis and the pharmaceutical preparation especially used for an X-ray diagnosis (the classic X-ray 
approach, however a computed tomography are also included) here again is required, and the dosage of 
a surely required lipid becomes lOg and the order beyond it. Consequently, a cell inner-bark system 
(RES) and other defense mechanisms are activated strongly. This is the increment in the fall of the 
peripheral resistance, the increment in a pulse rate, contractile increase, and increment ********** Q f a 
cardiac output at :, i.e., mean blood pressure, which may trigger many reactions which are especially 
described below, and an arterial-blood-pressure list. 

Waddel and others (J. Lab.Clin.Med.1955; 45:697-710) is that the skin of :, i.e., a face, which has 
described these side effects after injecting a patient with a lipid emulsion as follows, and a neck becomes 
red, and sense heat, and a feeling is uneasy, sense a constriction and a pressure for a thorax, and cyano 
cis- (cyanosis) and a pain strong against the back run etc. Even if it prescribes an antihistamine for the 
patient, it will not be in the condition of easing, removing these side effects. 
Behan ** (AJR 1993; 160:399-405) - impregnation of the emulsion of perfluoro-octyl bromide 
observed that the same side effect was seen continuously. Although the side-effect effectiveness was 
able to be eased by hydrocortisone, since the risk of a side effect is high, introducing this compound into 
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computerized transaxial tomography does not have a line crack. The same result described by Vercelloti 
and others (Blood 1982; 59:1299-1304). 

Although Rabinovici and others (Circ.Shock 1990; 31:431-445) tried to consider that the operation 
which the liposome which encapsulated hemoglobin shows and which is not desirable originates in 
isolation of PAF (platelet activating factor), to prescribe a PAF antagonist for the patient, and to check 
this, he was not successful. 

Rosenberg ** (8 Vestn.Rentgenol.Radiol.5; 35- 1993) - description - depending - if - the Hodgkin 
lymphoma, liver cirrhosis, or the hepatophyma - having - a patient - JIATORIZO acid chloride - 
containing - liposome - having injected - after - a patient - 30% of temperature rises and side effects, 
such as generation of heat, are seen. 

When the pre-therapy was carried out by prednisolone (INN) and PIPOROFEN, such side-effect 
effectiveness was decreased or removed. 

If a particle is direct added [ the pharmaceutical preparation which contains a non-steroid system anti- 
inflammatory agent according to this discovery ] to a surprising thing, the effectiveness over a heart 
circulation system which is not desirable not only decreases, but preventing this completely will even be 
made to it. 

Because a side effect happens just after administration in having no non-steroid system anti- 
inflammatory agent, this shows the surprising result especially (refer to drawing 1 ). Control of the side 
effect by the non-steroid system anti-inflammatory agent follows, and effectiveness is acquired by the 
slight initial concentration of the drugs which already exist in **** at the time of administration 
initiation. 

Description for invention The object of this invention is use of the non-steroid system an ti -inflammatory 
agent for improving the physiological compatibility of the physic pharmaceutical preparation containing 
a particle. 

As physic pharmaceutical preparation containing a particle, these can use it, especially liposome being 
good and making an X-ray contrast medium or an NMR contrast medium contain by there being 
magnetite, a nano particle, mold SOMU, or liposome. The particle which is helpful as a carrier of a 
diagnostic drug or a remedy is also taken into consideration. 

In any case, this pharmaceutical preparation is prescribed for the patient by the usual dosage, and can 
contain the usual drug additive. 

a non-steroid system anti-inflammatory agent - ** - if it carries out - an acetylsalicylic acid, 
indomethacin (INN), ibuprofen (INN), or ketoprofen (INN) - especially acetylsalicylic-acid ** is used, 
an anti-inflammatory agent - the usual dosage, for example, an acetylsalicylic acid, - 0.1 50 mg/kg 
weight - desirable - You may contain to drugs by the dosage of 5 - 15 mg/kg weight. 
Therefore, such physic pharmaceutical preparation and drugs are also the object of this invention. 
The following example explains invention, without limiting the range. 

Example 1 Male Wistar rats (350g, N= 6) were anesthetized using the pentobarbital sodium salt (60 
mg/kg, intraperitoneal injection), and the intravenous injection of the liposome which enclosed X-ray- 
contrast-medium iopromido (INN) succeedingly was performed. The diameter of a liposome particle is 
abbreviation. It was 0.5 micrometers and the component was soybean phosphatidylcholine / cholesterol / 
stearin acid (4:5:1, mannitol suspension). A part for iodine 100 mg/kg/was used for iodine 300 mg/kg 
and an injection rate by the dosage. As a control sample, the mannitol solution (300 millimol, the same 
volume) was examined by the animal N= 4. Furthermore, by the trial of the group N= 6 of a rat, within 
the syringe, the acetylsalicylic-acid solution (Aspisol [a trademark] and 4mg/(ml)) was added, and it 
mixed to liposome suspension. 

Administration of liposome pharmaceutical preparation came to reduce mean blood pressure greatly to 
the mannitol of control (to 60% of the value of an initiation stage). By adding an acetylsalicylic acid, the 
side effect of the hemodynamics usually observed by liposome was prevented completely. 
This result is expressed to drawing 1 . 

Example 2 After performing the premedication of the azaperone/ketamine (1.5/10 mg/kg) to the boar 
from the German farm village (40kg, N= 6), intubation was carried out, and laughing gas / oxygen (3:1), 
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and the mixed gas of the enflurane of 1 volume % were made to inhale. Pancuronium bromide After 
carrying out muscular relaxation using 0.1 mg/kg, cannula was inserted in the right carotid artery at the 
right jugular vein list. The catheter tip mold sphygmomanometer for measuring a pulmonary artery 
pressure (PAP) to the pulmonary artery through a right ventricle through a jugular vein was pushed. In 
order to measure blood pressure (BP) and systemic-heart room pressure (LVP), it carried out 
interpolation close [ of the duplex sensor type tip mold sphygmomanometer ] through the carotid artery. 
Continuation record of an electrocardiogram (EKG), a heart rate (HR) and elevation of blood pressure, 
or the fall velocity (the maximum and the minimum value of dP/dt) was carried out similarly. After 
performing the mediastinotomy of a thorax furthermore, the cardiac output (SV) and the cardiac output 
(CO) of a right ventricle were measured. 

After setting suitable accommodation time succeedingly, the liposome which enclosed the X-ray 

contrast medium was poured into the animal. The diameter of a particle is abbreviation. 0.2 It was mum 

and the component was soybean phosphatidylcholine / cholesterol / soybean phosphatidylglycerol 

(6:3:1). As for 10 or 250 mg/kg, and an injection rate, a part for iodine 10 mg/kg/was used for the 

dosage by iodine. It is liposome pharmaceutical preparation (iodine 10 mg/kg) to a pig. 

When a medicine was prescribed for the patient, the value of PAP increased and the value of CO 

decreased. 

When the premedication of the acetylsalicylic acid (ASA, 10 mg/kg) was carried out, the side effect of 
the circulatory system was able to be prevented completely ( drawing 2 and 3). When ASA (10 mg/kg) 
was front-**(ed) to five quotas which pour in liposome, the dosage was also able to prevent all side 
effects completely by the liposome of 250 mg/kg ( drawing 4 ). 



[Translation done.] 
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Japan Patent Office is not responsible for any 
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DRAWINGS 



[Drawing 1] 
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[Drawing 2] 
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[Drawing 3] 
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[Translation done.] 
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